We believe that these numerous letters to the editors of the numerous journals reflects their expert knowledge in this subject matter, and feel that through their numerous letters, they have allowed all of us to think more critically on how we rate and review the literature. As their two letters relate to our manuscript, we thank them for their comments and critique of our paper and feel that they have brought us valid points in these letters, similar to the excellent points that he has brought up in his numerous other letters in the past.
In regard to the first letter, our response is as follows. As Khan et al. [1] state, large, prospective, and multicenter collaborative trials are important in clinical research. However, the literature is mainly composed of reviews and meta-analyses considering the difficulties in constructing the study type described. This paper aimed to review the current literature in a specific area of science [2] . It is unclear how the structure of the paper, being a systemic review, can be related to industrial funding; however, some of the papers in the literature are funded by industry and some are not. When conducting a systemic review, one has to take into account all the articles in the literature, so we could not throw out all the ones that are industry-funded. Systematic reviews are reliable sources of management in every discipline of medicine today. In this paper, the study design was structured prior to the literature search. The patient threshold in the papers to be included in the search was determined as 10 or more similar to the valuable metaanalysis study by Verlaan et al. (3) . There was absolutely no intention of including or excluding a specific study. The authors have pointed out the absence of articles reporting BMP-2-related complications for its use in lumbar interbody fusion [4] [5] [6] [7] . There was not any intention of leaving out any substantial papers, and none was intentionally omitted. This review article includes all available bone substitutes in addition to new techniques such as gene therapy, etc. Hundreds of papers were read in text, some may have been left out. Although we may not have specifically included the articles on BMP complications suggested by the authors, in the article we mentioned other studies reporting complications related to use of BMP-2 in cervical spine. The authors erroneously give the impression that we have made our conclusions taking only two articles into account in this sentence: ''after presenting the studies of McClellan et al. (8) and Pradhan et al. (9), stated that those results suggest that careful use of rhBMP-2 for anterior LIF is more beneficial than the use of allografts, although further clinical studies are required.'' We would like to emphasize once more that the grade of recommendation was determined following consideration and comparison of all papers in favor and against BMP-2. This is why we have decided to label the use of BMP-2 for lumbar interbody fusion as Grade 2A which means ''randomized trials without important limitations with an unclear risk/benefit ratio and intermediate strength recommendation'' (Table 1 , grade of recommendations in reference 2). What we meant by careful use was to use the material for well-selected cases (pseudarthrosis, heavy smokers, etc.) and with a very cautious technique (not to leave sponges close to posterior wall and foramen) and by saying that further studies are needed we meant this grade of recommendation may not be definitive and may change with new studies. We may not have put this much detail into writing in the text.
Finally, we still believe that this grading (grade 2A) is valid, and it has been decided by the committee taking into consideration the complications of BMP-2. We have also decided the grade of recommendation as 2A for use of BMP-2 for cervical interbody fusion due to same concerns. In our review paper, grade of recommendation for use of DBM for lumbar interbody fusion (grade 1C), ceramic for anterior cervical fusion (grade 1C), and allograft for single level cervical fusion (grade 1C?) were higher than BMP-2 for similar indications. In conclusion, we do appreciate the expertise of the authors and thank them for the suggestion of potentially including more articles on the topics of BMP. No one review can be entirely comprehensive, but all efforts were made to include appropriate articles, and we feel that the final recommendations were made taking into account the serious adverse events that can occur with the use of the BMPs. We do appreciate the comprehensive comments of the authors, but feel that the final recommendation would not have been altered by the inclusion of their specific articles.
References: In regard to the second letter, our response is as follows. The grade of evidence criteria used in our paper [1] was determined in reference to two articles published in JBJS Am and Spine [2, 3] . As the authors state, there may be interobserver variation even when similar/same criteria are used. Considering the insightful comments made by the authors, we re-evaluated the mentioned studies [4] [5] [6] [7] . We agree with their point that we may have misgraded the Burkus papers as Level II instead of Level 1 as they are well designed, randomized controlled trials with a welldescribed clear randomization. On the other hand, it is important to note that this would not change our final grade of recommendation which was Grade 2A, meaning ''intermediate strength recommendation'' as the risk benefit ratio is unclear due to complications and non-union rates described in few studies. Although our final recommendation and the recommendation of the paper was not changed, we thank the author for pointing out that these studies by Burkus should have been graded at Level 1 instead of Level 2, and we fully agree with his observation.
We do appreciate the opportunity to respond to these two letters. Moreover, we sincerely thank the author of the two letters for their critical review of our paper. As we previously mentioned, the points brought up are very reasonable, and although they would not have changed any of the final recommendations of our paper, it is important to be detailed and thorough.
